with 32 P-orthophosphate. sycorax embryos show strong accumulation of rRNA precursors and a decrease in 18S and 28S rRNA species, suggesting a defect in processing.
In mammals, disruption of ribosome biogenesis leads to nucleolar stress and induction of apoptosis through activation of the tumour suppressor, p53. To investigate whether the defects in rRNA processing in sycorax s845 mutants result in p53 upregulation, quantitative RT-PCR was performed. Markedly increased levels of p53, cyclinG1 and p21 mRNAs were observed.
We hypothesize that the sycorax mutation results in abnormal TFIIH complex formation and/or regulation, causing abnormal RNA polymerase I mediated transcription and rRNA processing defects. We are currently exploring the mechanisms linking the rRNA processing defects in sycorax with the tissue-specific nature of its developmental abnormalities. The cranial base is essential for integrated craniofacial development and growth. It develops as a cartilaginous template that is replaced by bone through the process of endochondral ossification.
Development of the cranial base is generally assumed to be controlled by the same molecular mechanisms that regulate development of the appendicular skeleton; nevertheless, the identification of cranial base-specific signalling pathways is essential to clarify the mechanisms of its development, evolution and role in human disorders.
The sine oculis/Six family of genes encode for six transcription factors in vertebrates, which are diversely expressed during vertebrate embryogenesis.
In this work we describe a novel and specific role for Six2 in the growth and elongation of the cranial base. Six2 mutant S155
